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Abstract: The aim of the study was to prepare indomethacin nanocrystal-loaded, 3D-printed, fast-
dissolving oral polymeric film formulations. Nanocrystals were produced by the wet pearl milling
technique, and 3D printing was performed by the semi-solid extrusion method. Hydroxypropyl
methyl cellulose (HPMC) was the film-forming polymer, and glycerol the plasticizer. In-depth
physicochemical characterization was made, including solid-state determination, particle size and
size deviation analysis, film appearance evaluation, determination of weight variation, thickness,
folding endurance, drug content uniformity, and disintegration time, and drug release testing. In drug
nanocrystal studies, three different stabilizers were tested. Poloxamer F68 produced the smallest and
most homogeneous particles, with particle size values of 230 nm and PI values below 0.20, and was
selected as a stabilizer for the drug-loaded film studies. In printing studies, the polymer concentration
was first optimized with drug-free formulations. The best mechanical film properties were achieved
for the films with HPMC concentrations of 2.85% (w/w) and 3.5% (w/w), and these two HPMC levels
were selected for further drug-loaded film studies. Besides, in the drug-loaded film printing studies,
three different drug levels were tested. With the optimum concentration, films were flexible and
homogeneous, disintegrated in 1 to 2.5 min, and released the drug in 2–3 min. Drug nanocrystals
remained in the nano size range in the polymer films, particle sizes being in all film formulations
from 300 to 500 nm. When the 3D-printed polymer films were compared to traditional film-casted
polymer films, the physicochemical behavior and pharmaceutical performance of the films were very
similar. As a conclusion, 3D printing of drug nanocrystals in oral polymeric film formulations is a
very promising option for the production of immediate-release improved- solubility formulations.
Keywords: 3D printing; film formulation; nanocrystals; polymer; poor solubility; semi-solid extru-
sion; wet milling
1. Introduction
Today, poor solubility creates great challenges in the drug industry, and nanosizing is
an efficient and simple way to overcome the problem [1,2]. However, nanosizing is just the
first step in the manipulation of raw drug material. After nanonization, production of the
final formulation is still needed. Drug nanosuspensions can be formulated for oral drug
delivery purposes, for example, for solid dosage forms, like tablets, capsules, granules, or
the more novel oral polymeric films [3,4].
Oral polymeric films (also named oral thin films or oral strips) are a recent drug
delivery form, which has high patient compliance, because they can be administered
without water [5]. They can be produced, for example, by solvent casting [4], hot-melt
extrusion [6], electrospinning [7], or 3D printing techniques [8], and for nanocrystal-based
drug delivery systems, nanosuspensions can be used as such by only mixing the suspension
with a polymeric excipient solution.
Fast-dissolving drug delivery systems have been studied since the late 1970s. They
were invented in order to avoid swallowing problems with tablets, mainly for children or
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elderly populations. Oral polymeric films are formulated so to dissolve upon contact with
moist surfaces, like mucus layers or tongue in the mouth. When the dissolution takes place
in the mouth, drug degradation and first-pass metabolism can be avoided [9].
Oral polymeric films have been utilized for water–soluble drugs, but are also a good
option for poorly water-soluble drugs [5]. The challenge with nanoparticle-based materials
in polymeric films is, however, how to obtain homogeneous and mechanically performant
films [10].
With the aid of 3D printing, solid, or, in some cases, semisolid objects, with various
shapes, are produced through digitally controlled layer-by-layer material addition. In
biomedical and pharmaceutical applications, the main interest in 3D printing has been in
personalized medicine [11], but also bulk production is studied. The first drug formulation
produced by 3D printing, approved by the FDA in 2015, was tablet formulation. 3D printing
is indeed a group of different techniques, each having its own advantages and still presenting
many open questions [12]. Their biomedical and pharmaceutical applications are numerous,
such as tissue engineering [13], biopharmaceuticals [14], transdermals [15], tablet formu-
lations with different geometries to fine-tune the drug release profiles [16], orodispersible
formulations [17], just to mention a few.
Semi-solid extrusion 3D printers are suitable for printing hydrogel materials, for
example, for polymeric film formulations, such as printed orodispersible films [13]. The
benefits of this type of printing are the low printing temperature, allowing handling of
even thermolabile drugs, and the use of disposable syringes, which can guarantee a high
quality and purity of the end product [18]. In this type of printing, the viscosity of the
printing ink is crucial for the end product properties, while the rheological properties
reflect the printing performance [19]. For example, polymer concentration is related to
the viscosity of the printing ink: when the viscosity of the feeding liquid/suspension
is lowered, also the printing pressure is lowered [20,21]. When printing nanomaterials,
incorporating nanosuspensions to the feed alters the rheological properties of the system,
such as viscosity, which complicates the process further.
Successful ink-jet printing of drug nanosuspensions has been demonstrated [22], but,
overall, 3D printing of drug nanosuspensions is rarely studied. However, 3D printing is
a very convenient way to produce oral polymer film formulations, and nanocrystals can
benefit from this type of final formulations. In our earlier study, we successfully produced
drug nanocrystal-loaded oral polymeric films by the film casting method and showed that
a thin-film formulation is a good option for drug nanocrystals [4]. In this study, we aimed
to produce immediate-release formulations based on drug nanocrystals by the 3D printing
method. The model drug, indomethacin, is a Biopharmaceutics Classification System
(BCS) class 2 drug with poor solubility. The solubility of the drug material was improved
by nanonizing it using the wet milling technique before the 3D printing process. The
reasoning for selecting hydroxypropyl methyl cellulose (HPMC) as a film-forming polymer
was dual: it is known to have good film-forming properties for thin-film formulations
and it is also known to be a stabilizer for supersaturated drug solutions [23]. This is an
important functional property for a system, when drug nanocrystals reach a supersaturated
state after dissolution.
In this study, indomethacin nanocrystals were 3D-printed in order to make oral poly-
meric film formulations. The properties of the printed film were first screened using
drug-free films. Based on these studies, the best HPMC concentrations for drug-loaded film
studies were determined. In drug-loaded films, the effect of the amount of nanocrystalline
drug on the properties of the final formulation was studied. Finally, for the best composi-
tion, 3D printing and film casting processes were compared. Thorough physicochemical
and pharmaceutical characterization showed the 3D-printed nanocrystalline drug-loaded
polymer films to be a promising option for immediate drug delivery purposes.
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2. Results
2.1. Production of Drug Nanosuspensions
For drug nanosuspension production, three different stabilizers, HPMC and Poloxam-
ers F127 and F68, were tested. The tested stabilizer concentrations (amount of stabilizers
with respect to the drug amount, % (w/w)) were based on our earlier studies [24]: for
HPMC, the stabilizer amount was selected to be 10% (w/w), for Poloxamer F127, 25%
(w/w), and for Poloxamer F68, 60% (w/w) and 80% (w/w). Particle sizes and PDI values of
the different tested indomethacin nanosuspensions are presented in Table 1.
Table 1. Size and PDI information of the produced indomethacin nanosuspension batches. (The
amount of stabilizer is given in w/w percentages with respect to the amount of drug).
Stabilizer F127 25% HPMC 10% F68 60% F68 80%
Particle size/nm 295.9 ± 1.2 734.7 ± 1.6 239.1 ± 1.8 228.6 ± 3.7
PDI 0.248 ± 0.060 0.232 ± 0.033 0.200 ± 0.011 0.148 ± 0.011
Based on the particle size and PDI results, the smallest particles with the lowest
polydispersity values were obtained with Poloxamer F68 as a stabilizer, and those two
nanosuspension formulations were selected for further film studies.
2.2. Screening Studies for Film Formulations
Based on our earlier thin-film formulation studies, HPMC was selected as a film-
forming polymer, and glycerol as a plasticizer [4]. Low-molecular-weight, meaning also
low-viscosity, HPMC leads to a faster drug release; HPMC E5LV has in earlier studies
shown to possess good film-forming properties [25].
The study was started by screening the optimum polymer concentration. The con-
centration level of the polymer was restricted by the fact that a highly viscose printing
solution can lead to unwanted/uncontrolled bubble formation, which may cause dose
variation problems. Besides, a high HPMC concentration can delay drug release via the
gelling effect [26]. Based on earlier studies, the HPMC concentration of 2.2% (w/v) was
selected as a starting point for the printing tests [4,27].
In film formulations, glycerol was used as a plasticizer. Plasticizers enhance the flex-
ibility of the films and reduce their brittleness. Glycerol is a widely utilized plasticizer
in pharmaceutical formulations and, as a small molecule, can easily penetrate between
polymer chains, which controls the film properties. The presence of a plasticizer can also en-
hance the drug incorporation efficiency into a polymeric film [28]. The polymer/plasticizer
ratio (5:1) was kept constant in all batches [4].
First, blank drug-free polymer films were tested with various polymer concentrations
in order to optimize the film composition. One batch with only HPMC (2.2% (w/v)) was
printed, and the other batches with higher HPMC amounts contained also glycerol. The
HPMC concentration was gradually increased to 10% (w/v). The films were analyzed for
the quality of their appearance, surface roughness, brittleness, and foldability without
being ruptured. The appearance, flexibility, and cutting properties of the blank (drug-free)
films are presented in Table 2.
When comparing the appearances of the printed films, all films were visually trans-
parent and without any coloring. When the polymer concentration was increased, film
thickness was also increased. Further, higher polymer concentrations led to rougher films,
and the flexibility was reduced. HPMC 2.85% (w/v)–glycerol 0.57% (w/v) and HPMC
3.5% (w/v)–glycerol 0.7% (w/v) films displayed the best mechanical properties: they were
soft enough and sufficiently resistant to bending and stretching. The thickness of these
two films was lower but they were not brittle. Accordingly, these two HPMC–glycerol
combinations were selected for further studies with drug nanosuspension-loaded films.
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Table 2. Appearance, flexibility, and cutting properties of blank films. HPMC and glycerol concentrations are expressed in
% (w/v), and their ratio was kept constant (5:1) throughout the tests.
Composition Appearance Flexibility Cutting
HPMC 2.2% No bubbles, little folds,low thickness
Flexible film, does not break by
folding, brittle, quite elastic, slightly
deformable before breaking
Easy to cut, does not break
HMPC 2.85%
Glycerol 0.57%
Homogeneous film, little folds,
low thickness
Flexible, resistant to bending, softer
than HPMC 2.2% film, not brittle




Homogeneous film, some little
folds, no bubbles
Flexible, resistant to bending, not
brittle, no cracks




Film has some little bubbles,
medium thickness, little folds Flexible, does not break by bending
Easy to cut, does not break,
linear cut, no ripples
HMPC 5%
Glycerol 1%
Film is wavy (little folds), only
few little bubbles, thicker than the
films with less HPMC
Flexible, does not break by folding
Easy to cut, harder than
the films with a lower




Film has some little bubbles,
thicker than the films with a lower
amount of HPMC, heterogeneous,
has thicker and thinner areas
Tends to break by folding, quite
resistant to bending
Easy to cut, does not break,
harder than the films with
a lower amount of HPMC
HMPC 10%
Glycerol 2%
No folds, some little bubbles,
thicker and harder as compared
to all the other films
More plastic, not elastic, breaks easily
when bended
Easy to cut, does not
break, hardest film
2.3. Indomethacin Nanosuspension-Loaded Films
Indomethacin nanosuspension-loaded film formulations were produced by the same
3D printing method as blank films. A high drug concentration (above 40–50% (w/w))
can lead to the formation of brittle films [29], and based on pre-testing, we selected the
polymer/drug solution ratio of 2:1 throughout the study. HPMC and Poloxamer have
been shown to be compatible with each other in film formulations; combined, they form
homogeneous gels, which have good resistance towards erosion and good film-forming
ability [30].
First, a fresh nanosuspension was directly mixed without any dilution with the poly-
mer solution (keeping a constant solution ratio of 2:1). The resulting film was opaque and
very brittle, indicating a too high solid particle concentration in the printing suspension.
Hence, different dilutions of the nanosuspension were tested. Three solutions at three
different dilutions of nanosuspension concentrations were prepared: 9% (v/v), 13% (v/v),
and 26% (v/v). The most concentrated solution (26% v/v) was more brittle and more
opaque than the diluted ones. In order to find the best film formulation, different dilutions
of nanosuspensions, with two different stabilizer amounts (Poloxamer F68 60% and 80%)
were printed with both combinations of HPMC/glycerol (2.85%/0.57% and 3.5%/0.7%)
(Table 3).
Table 3. Composition of the different tested film samples for printing (films 1A–3C). As a reference
sample, film casting was performed with a 13% nanosuspension concentration (films 4A–4C).











9% 1A 1B 1C 1D
26% 2B 2C
13% (printed) 3A 3B 3C
13% (casted) 4A 4B 4C
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Physicochemical and Mechanical Characterization of the Films
In our earlier studies, we showed that the produced indomethacin nanocrystal formu-
lations, used in this study, are crystalline after the nanomilling [24]; hence, in this study,
only the printed formulations were analyzed. In the thermograms, neither melting point
peak of indomethacin nor glass transition in films was detectable, probably due to the
relatively small amount of drug in the film formulation (Figure 1). The thermogram of the
film formulation was very similar to that of pure HPMC, which reflected the high amount
of HPMC in the final film formulation.
Figure 1. DSC thermograms of indomethacin, Poloxamer F68, HPMC, and 3D-printed film (exo up).
From the drug-loaded films, particle size after redispersion of the film pieces, visual
appearance of the films, thickness, number of foldings before film breaking, weight varia-
tion of film pieces, drug content in the film pieces, and disintegration time were analyzed
(Table 4).
The drug particle size of all the formulations was in the nanometer range, from 313 nm
to 496 nm. The film formation process, both in 3D printing (films 1, 2 and 3) and in casting
(film 4), slightly increased the particle size: the particle size in the printing/casting solution
was appr. 225 nm. The appearance of all films was quite homogeneous. Some small air
bubbles were visible in some films, and some aggregated drug spots were also seen in some
films, which indicated uneven delivery of the drug in the film. Films were yellowish-white
in color, and mostly opaque.
Films with the lowest amount of drug nanosuspension (1A, 1B, 1C, and 1D) had good
folding endurance properties, but the weight variation and drug content uniformity were
not good. The disintegration times were good for immediate-release formulations.
Films with the highest amount of nanosuspension (films 2B and 2C) were brittle, easily
breakable, and did not endured folding. A too high drug amount caused poor endurance
of the films. Cutting of these films was also difficult, the cut was not linear, and the films
tended to break (rather than being cut) while cutting. It was clear that the drug content in
these films was too high for good-quality films to be formed. The disintegration times of
these films were the longest, and weight variations and variations in drug amount were
high for these compositions.
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Table 4. Characteristics of the drug-loaded films: particle size values measured for the printing suspensions before printing and after film redispersion, appearance of the films, film
thicknesses, folding endurance (number of foldings before the film is broken), weight variations, drug amounts, and disintegration time results (n = 3–6).
Film





1A 227.9 ± 1.8 346.5 ± 6.9 Uniform film, few little bubbles, no folds,flexible, not brittle 51 ± 8 4 ± 1 5.45 ± 1.23 616 ± 151 101 ± 1
1B 227.9 ± 1.8 428.6 ± 1.8 Uniform film, few little bubbles, no folds, 44 ± 5 4 ± 1 5.22 ± 0.34 544 ± 44 78 ± 1
1C 225.4 ± 1.4 400.5 ± 8.4 Uniform film, no bubbles no folds, flexible,not brittle 47 ± 11 3 ± 1 5.58 ± 1.27 638 ± 166 84 ± 2
1D 225.4 ± 1.4 405.0 ± 12.3 Mostly uniform film with little aggregationspots, little folds, no bubbles 55 ± 16 4 ± 1 7.16 ± 2.25 714 ± 235 101 ± 2
2B 227.9 ± 1.8 496.3 ± 10.8
Homogeneous film, no folds, small
aggregation spots, only single small
bubbles, thick, not brittle
100 ± 15 2 ± 1 10.08 ± 1.34 2266 ± 549 234 ± 1
2C 225.4 ± 1.4 418.2 ± 15.4 Homogeneous film, no folds, no visibleaggregation, no bubbles, thick, not brittle 110 ± 25 1 ± 1 10.42 ± 1.70 2804 ± 824 232 ± 1
3A 227.9 ± 1.8 313.2 ± 9.9 Considerably homogeneous film, someaggregation spots, no bubbles 58 ± 6 4 ± 1 6.10 ± 0.07 1003 ± 15 108 ± 1
3B 227.9 ± 1.8 378.6 ± 3.5 Almost homogeneous, very few smallaggregation spots, no bubbles 64 ± 5 4 ± 1 6.87 ± 0.45 945 ± 74 153 ± 1
3C 225.4 ± 1.4 363.7 ± 11.5 Almost homogeneous film, someaggregation spots 64 ± 8 3 ± 1 5.92 ± 0.70 1145 ± 151 110 ± 1
4A 227.9 ± 1.8 339.4 ± 5.8 Homogeneous film, little bubbles, no folds,few aggregation spots 46 ± 5 3 ± 1 5.26 ± 0.12 727 ± 28 76 ± 1
4B 227.9 ± 1.8 418.3 ± 8.9 Homogeneous film, little bubbles, no folds,few aggregation spots 59 ± 8 3 ± 1 5.92 ± 0.52 690 ± 94 111 ± 1
4C 225.4 ± 1.4 337.4 ± 6.7 Most homogeneous film, no bubbles, nofolds, few aggregation spots 55 ± 12 3 ± 1 6.08 ± 1.15 1012 ± 227 68 ± 1
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We tested drug release in 30 min. All film formulations showed immediate drug
release (Figure 2).
Figure 2. Drug release profiles of different film formulations (n = 3).
In all batches, after 10 min of dissolution, all the drug was released. Batches with
a lower drug nanosuspension concentration (1A–D, 3A–C, and 4 A–C) reached 100%
drug release already after 5 min. When 3D-printed (films 3A-C) and casted (films 4A–4C)
films were compared, the casted films dissolved slightly faster, but the difference was
not significant. Films with the highest nanosuspension concentrations (films 2B–2C) had
slightly delayed drug release compared to those with lower drug amounts.
Based on a physicochemical and pharmaceutical analysis, a medium drug nanosus-
pension concentration (13% (v/v)) in the printing suspension seemed to be the best one.
Using that concentration, both 3D printing as well as film casting were used to obtain
drug nanosuspension-loaded films. As shown in Table 4, all these compositions formed
durable films with short disintegration times (appr. 1–2 min). The film-forming process
did not significantly change the final properties of the films, and the films were flexible
and durable, with a good appearance. The weight variation and drug content uniformity
were the best with these formulations, and drug release was immediate.
3. Discussion
In this study, a fast-disintegrating thin-film formulation for nanosuspension was devel-
oped. First, blank polymers and film plasticizers were studied. HPMC was the polymer
of choice for this study, due to its good film-forming properties [4,25,31,32]. HPMC also
stabilizes supersaturated states [33]. In drug nanosuspension formulations, where fast
dissolution is followed by a supersaturated state, the presence of HPMC can be beneficial
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for inhibiting uncontrolled and unwanted precipitation; hence, it can also enhance the
absorption. Glycerol was selected as a plasticizer, and it has been widely used in phar-
maceutics in combination with HPMC [34]. It has also been shown that the presence of a
plasticizer can produce more uniform and compact films [35].
For blank films, film-forming polymer (HPMC) concentrations from 2.2% (w/v) to
10% (w/v) were tested. Viscosity is an important factor affecting the film-forming ability.
For HPMC E5 grade, a 2% aqueous HPMC solution has a viscosity of 5.02 mPas [36]. When
the HPMC concentration is further increased, the viscosity is as well gradually increased:
the viscosity of a 3% aqueous solution is 3 mPas, that of a 6% aqueous solution is 43 mPas,
and that of an 8% aqueous solution is 91 mPas [37].
With higher HPMC concentrations, the films were more heterogeneous and harder
and presented separated thicker and thinner areas and some bubbles. All films were
easy to cut and quite flexible. The higher the HPMC concentration, the thicker the films.
HPMC concentrations of 2.85% (w/v) and 3.5% (w/v) produced the most homogeneous and
flexible films, and these concentration were selected for further drug-loaded film studies.
These concentration were slightly higher than those found to be optimal in an earlier study
(2.2%) [38].
Drug-loaded films were produced by mixing the aqueous HPMC/glycerol solution
with the drug nanosuspension. In order to optimize the film composition, three different
concentrations of the drug nanosuspension were tested.
All drug-loaded films were quite homogeneous and uniform in appearance, and only
some minor aggregation spots were visible in some films. The higher drug loading led to
easily breakable films with low folding endurance, and the film flexibility was lowered.
Lower drug amounts in the film led to more flexible and durable films. In a study with a
micronized drug, it has been noticed that acceptable polymer films were produced when
the drug amount was below 30% (w/w) in the final composition [10]. Dispersed solid
particles change the viscosity of the system and, hence, have an influence on the flow
properties and, correspondingly, mechanical properties of films. The concentration in our
study was close to the earlier reported limit, but in the earlier study, the particles were
micronized, while we used nanonized particles [10]. This led to different behaviors in the
suspension. For example, with nanonized particles, there is no sedimentation, but the
aggregation tendency is higher.
The highest drug amount had a clear effect also on film thickness and disintegration
time. The thickness with the highest nanosuspension concentration was from 100 nm to
110 nm, while with the lower nanosuspension concentrations, it was from 44 nm to 64 nm.
The disintegration times with higher drug amounts were around 4 min, while with lower drug
amounts, they were from 1 to 2.5 min. This difference also affected the drug release studies.
Particle size was measured after film redispersion. In all film formulations, the particle
size after redispersion was from 313 nm to 496 nm. Though the particle size was slightly
increased from the original particle size before film formation (225–227 nm), still, it was
below 500 nm in all cases and clearly in the nanometer range, indicating that indomethacin
nanocrystals were not irreversibly aggregated during the film formation process. For
nanocrystal-based formulations, it is typical that the particle size in the final formulations is
slightly increased as compared to that in freshly prepared nanosuspensions. For example,
when nanocrystals were spray-dried, the particle size increased from 330 nm to values
ranging from 360 nm to 560 nm [39]. The increase could be due to, for example, to
excipient absorption on top of the particle surface or to moisture absorption. Similarly,
the microenvironment around the particles is often changed due to altered measurement
conditions (solution composition), which affects the measured hydrodynamic radius of
the particles.
The highest nanosuspension concentration (26% in the printing ink) was clearly too
high to obtain good-quality films. The drug concentration caused film breakability, lower
resistance to folding, uneven drug loading to the film, and slow drug release rate. In 3D
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printing, the viscosity of the printing ink is an important parameter, and a high suspension
concentration has an impact on that.
Based on the mechanical and pharmaceutical analysis, film formulations having
the medium drug concentration (13% nanosuspension) were the best ones. With this
composition, two different film-forming processes, namely, 3D printing and film casting,
were compared. 3D-printed films showed less variation in the measured properties, though
also casted films reached good results. With both techniques, the size of redispersed particle
was from 310 to 420 nm. The main difference was in drug loading values, as printed films
showed higher drug loading compared to casted ones, but the drug release was slightly
faster for casted films (complete drug release in 2 to 3 min) as compared to printed films
(3 to 5 min).
For the drug-loaded printed formulations, three different variables were studied,
namely, drug amount, HPMC concentration, and stabilizer (Poloxamer) amount in the
nanocrystal formulation. In this study, polymer and stabilizer concentrations did not have
a real impact on the final product’s properties. The HPMC concentration was already
optimized in the drug-free formulation studies, and the differences between the two tested
levels were very small. In the same way, two different tested Poloxamer concentrations
produced very similar particle size values.
As a conclusion, in this study, fast-dissolving oral polymeric film preparations loaded
with drug nanocrystals were successfully produced by the 3D printing method. Drug
loading level as well as polymer concentration impacted the final product’s properties.
When the best film compositions made by 3D printing were compared to the same compo-
sitions prepared by film casting, both techniques resulted to produce high-quality films.
The main differences between these two film formulations were in their drug loading and
drug release properties, though the differences were very small.
4. Materials and Methods
Indomethacin was used as a poorly soluble model drug (Tokyo Chemical Industry Co.,
Tokyo, Japan). Poloxamer 188 (F68, Sigma-Aldrich Chemie GmbH, Steinheim, Germany)
and Poloxamer 407 (F127, Sigma-Aldrich Chemie GmbH, Steinheim, Germany) were used
as stabilizers, hydroxypropyl methylcellulose (HPMC) (E5 Premium LV, The Dow Chemical
Company, Midland, Michigan, USA) as a film-forming polymer and also as a stabilizer
in the milling studies, and glycerol (glycerol 85%, Oriola, Espoo, Finland) as a plasticizer.
Water used was ultrapurified Milli-Q-water (Millipore SAS, Molsheim, France).
Indomethacin nanosuspensions were prepared by the wet milling technique in a
planetary ball mill (Pulverisette 7 Premium, Fritsch Co., Idar-Oberstein, Germany) [24].
Parameters for the milling were as follows: pearl size Ø 1 mm, drug amount 1 g, milling
speed 1100 rpm, total milling time 30 min (10 times 3 min milling, and after each 3-min
milling, a milling vessel was placed into an ice bath in order to cool it down for 10 min).
Mean particle size and polydispersity index (PDI) values of the nanoparticles were
analyzed by Photon Correlation Spectroscopy (PCS) (Malvern Zetasizer 3000HS, Malvern
Instruments, Malvern, UK). Particle size information was collected from freshly prepared
nanosuspensions as well as from 3D-printed and casted films after redispersion of the films.
For redispersion, 0.9 × 0.9 cm2 sized film pieces were cut and dispersed in 5 mL of water.
Before particle size analysis, 2 min sonication was performed.
The film-forming polymer solution for 3D printing was prepared by dissolving HPMC
and glycerol into water. For the printing gel solution, drug nanosuspensions were diluted
with water to three different concentrations, namely, 9% (v/v), 13% (v/v), and 26% (v/v).
Polymer solution: the nanosuspension ratio was kept constant (2:1, i.e., two parts of
polymer solution (12 mL) and one part of diluted drug nanosuspension (6 mL)).
Printing was performed with a Multitool 3D Printer, (ZMorph VX, Wroclaw, Poland)
with thick paste extruder—option with a syringe. Before filling the syringe, a small piece
of Parafilm was placed on the top of the lid in order to prevent the liquid from running
through. Then, the syringe was filled with the printing solution (at least 20 mL), closed,
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and set into the printer. A spherical film print with the diameter of 0.7 mm was produced
in a Petri dish. The printing parameters were as follows: layer height 2 mm, path width
1 mm, printing speed 10 m/s, paste thickness 5%.
Solvent film casting was performed with the same solutions as printing, but the
solution (9 mL) was just poured in a Petri dish.
After printing and casting, the films were dried for 14–18 h in an oven at 40 ± 1 ◦C.
All the films were characterized in appearance, folding endurance, thickness, weight
variation, drug content uniformity, disintegration, drug release, and physical state of the
drug. For all film characterization analyses, the films were cut to 0.9 × 0.9 cm2 pieces.
Appearance was detected by visual and microscopical observation (Leica microsys-
tems CMS GmbH, Bensheim, Germany).
Folding endurance was tested by calculating the number of repetitive foldings stress-
ing the same specified area of the film until cracks were noticed.
Film thickness was determined by a digital micrometer (Sony Magnescale Inc., DZ521,
Japan). Measurements were repeated for each sample in 5 randomly selected different
positions, and the average thickness was calculated.
For the weight variation test, 3 pieces were randomly selected for each film, and the
average weight was calculated.
For the content uniformity test, for each film, 3 randomly selected film pieces were
tested. Each sample was placed into a volumetric flask and dissolved in 50 mL of ethanol.
Drug amount was determined by a UV–Vis spectrophotometer (UV-1600PC, VWR Interna-
tional, Leuven, Belgium) at 318 nm wavelength.
The disintegration test was performed in Petri dishes. For each film, 6 different pieces
were tested by putting each of them separately into a Petri dish containing 20 mL of water.
The dishes were stirred at 10 s intervals. Film disintegration was detected visually.
Drug release studies were performed with the pharmacopeial paddle method in
potassium phosphate buffer (pH 6.8, 500 mL). For each film, 3 pieces were tested. A 3 mL
sample was withdrawn at preselected time intervals (0.5, 1, 1.5, 2, 3, 5, 15, and 30 min)
and was replaced with the same amount of fresh buffer. The drug concentration was
determined by a UV–Vis spectrophotometer at 318 nm wavelength.
The physical state of the drug was studied by differential scanning calorimetry (DSC
823e, Mettler Toledo, Columbia, USA). Besides the formed films, pure indomethacin,
poloxamer, and HPMC were analyzed. For the analysis, samples were put into aluminum
pans, which were closed with a perforated cap. The scanning rate was 5 ◦C/min, from
25 ◦C to 200 ◦C. Measurements were performed under a nitrogen gas flow (50 mL/min).
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analysis, G.G. and L.P.; investigation, G.G.; resources, L.P.; writing—original draft preparation, G.G.;
writing—review and editing, L.P.; visualization, L.P.; supervision, L.P. Both authors have read and
agreed to the published version of the manuscript.
Funding: Open access funding provided by University of Helsinki, Nordic University Hub project
#85352 (3D printer), and Erasmus (research visit for G.G.).
Data Availability Statement: The data presented in this study are available on request from the
corresponding author.
Conflicts of Interest: The authors declare no conflict of interest.
References
1. Gigliobianco, M.R.; Casadidio, C.; Censi, R.; Di Martino, P. Nanocrystals of poorly soluble drugs: Drug bioavailability and
physicochemical stability. Pharmaceutics 2018, 10, 134. [CrossRef] [PubMed]
2. Peltonen, L.; Hirvonen, J. Drug nanocrystals-versatile option for formulation of poorly soluble materials. Int. J. Pharm. 2018, 537,
73–83. [CrossRef] [PubMed]
3. Sarnes, A.; Kovalainen, M.; Häkkinen, M.R.; Laaksonen, T.; Laru, T.; Kiesvaara, J.; Ilkka, J.; Oksala, O.; Rönkkö, S.; Järvinen,
K.; et al. Nanocrystal-based per-oral itraconazole delivery: Superior in vitro dissolution enhancement versus Sporanox® is not
realized in in vivo drug absorption. J. Control. Release 2014, 180, 109–116. [CrossRef] [PubMed]
Molecules 2021, 26, 3941 11 of 12
4. Karagianni, A.; Peltonen, L. Production of itraconazole nanocrystal-based polymeric film formulations for immediate drug
release. Pharmaceutics 2020, 12, 960. [CrossRef]
5. Panraksa, P.; Tipduangta, P.; Jantanasakulwong, K.; Jantrawut, P. Formulation of orally disintegrating films as an amorphous
solid solution of a poorly water-soluble drug. Membranes 2020, 10, 376. [CrossRef] [PubMed]
6. Pimparade, M.E.; Vo, A.; Maurya, A.S.; Bae, J.; Morott, J.T.; Feng, X.; Kim, D.W.; Kulkarni, V.I.; Tiwari, R.; Vanaja, K.; et al.
Development and evaluation of an oral fast disintegrating anti-allergic film using hot-melt extrusion technology. Eur. J. Pharm.
Biopharm. 2017, 119, 81–90. [CrossRef]
7. Qin, Z.-Y.; Jia, X.-W.; Liu, Q.; Kong, B.-H.; Wang, H. Fast dissolving oral films for drug delivery prepared from chitosan/pullulan
electrospinning nanofibers. Int. J. Biol. Macromol. 2019, 137, 224–231. [CrossRef]
8. Tagami, T.; Yoshimura, N.; Goto, E.; Noda, T.; Ozeki, T. Fabrication of muco-adhesive oral films by the 3D printing of hydrox-
ypropyl methylcellulose-based catechin-loaded formulations. Biol. Pharm. Bull. 2019, 42, 1899–1905. [CrossRef]
9. Lai, K.; Fang, Y.; Han, H.; Li, Q.; Zhang, S.; Li, H.Y.; Chow, S.; Lam, T.; Lee, W. Orally-Dissolving Film for Sublingual and Buccal
Delivery of Ropinirole. Colloids Surf. B Biointerfaces 2017, 163, 9–18. [CrossRef] [PubMed]
10. Centowska, K.; Lawrecka, E.; Sznitowska, M. Technology of orodispersible polymer films with micronized loratadine–influence
of different drug loadings of film properties. Pharmaceutics 2020, 12, 250. [CrossRef]
11. Tan, Y.J.N.; Yong, W.P.; Low, H.R.; Kochhar, J.S.; Khanolkar, J.; Lim, T.S.E.; Sun, Y.; Wong, J.Z.E.; Soh, S. Customizable drug tablets
with constant release profiles via 3D printing technology. Int. J. Pharm. 2021, 598, 120370. [CrossRef] [PubMed]
12. Henry, S.; Samaro, A.; Marchesini, F.H.; Shaqour, B.; Macedo, J.; Vanhoorne, V.; Vervaet, C. Extrusion-based 3D printing of oral
solid dosage forms: Material requirements and equipment dependencies. Int. J. Pharm. 2021, 598, 120361. [CrossRef]
13. Polamaplly, P.; Cheng, Y.; Shi, X.; Manikandan, K.; Zhang, X.; Kremer, G.E.; Qin, H. 3D printing and characterization of
hydroxypropyl methylcellulose and methylcellulose for biodegradable support structures. Polymer 2019, 173, 119–126. [CrossRef]
14. Evans, S.E.; Harrington, T.; Rodriguez Rivero, M.C.; Rognin, E.; Tuladhar, T.; Daly, R. 2D and 3D inkjet printing of biopharmaceuticals
—A review of trends and future perspectives in research and manufacturing. Int. J. Pharm. 2021, 599, 120443. [CrossRef]
15. Economidou, S.N.; Lamprou, D.A.; Douroumis, D. 3D printing applications for transdermal drug delivery. Int. J. Pharm. 2018,
455, 415–424. [CrossRef]
16. Sadia, M.; Arafat, B.; Ahmed, W.; Forbes, R.T.; Alhnan, M.A. Channelled tablets: And innovative approach to accelerating drug
release from 3D printed tablets. J. Control. Release 2018, 269, 355–363. [CrossRef] [PubMed]
17. Gupta, M.S.; Kumar, T.P.; Davidson, R.; Kuppu, G.R.; Pathak, K.; Gowda, D.V. Printing methods in the production of orodispersible
films. AAPS PharmSciTech 2021, 22, 129. [CrossRef] [PubMed]
18. Seoane-Viano, I.; Januskaite, P.; Alvarez-Lorenzo, C.; Basit, A.W.; Goyanes, A. Semi-solid extrusion 3D printing in drug delivery
and biomedicine: Personalized solutions for healthcare challenges. J. Control. Release 2021, 332, 367–389. [CrossRef]
19. Kuzminska, M.; Pereira, B.C.; Habashy, R.; Peak, M.; Isreb, M.; Gough, T.D.; Isreb, A.; Alhnan, M.A. Solvent-free temperature-
facilitated direct extrusion 3D printing for pharmaceuticals. Int. J. Pharm. 2021, 598, 120305. [CrossRef]
20. Elbadawi, M.; Nikjoo, D.; Gustafsson, T.; Gaisford, S.; Basit, A.W. Pressure-assisted microsyringe 3D printing of oral films based
on pullulan and hydroxypropyl methylcellulose. Int. J. Pharm. 2021, 595, 120197. [CrossRef]
21. Goole, J.; Amighi, K. 3D printing in pharmaceutics: A new tool for designing customized drug delivery systems. Int. J. Pharm.
2016, 499, 376–394. [CrossRef] [PubMed]
22. Pardake, J.; Strohmeier, D.M.; Schrödl, N.; Voura, C.; Gruber, M.; Khinast, J.G.; Zimmer, A. Nanosuspensions as advanced printing
ink for accurate dosing of poorly soluble drugs in personalized medicines. Int. J. Pharm. 2011, 420, 93–100. [CrossRef]
23. Chaudhari, S.; Dave, R. Evaluating the effects of different molecular weights of polymers in stabilizing supersaturated drug
solutions and formulations using various methodologies of the model drug: Fenofibrate. J. Pharm. Sci. Pharmacol. 2015, 2, 259–276.
[CrossRef]
24. Liu, P.; Rong, X.; Laru, J.; van Veen, B.; Kiesvaara, J.; Hirvonen, J.; Laaksonen, T.; Peltonen, L. Nanosuspensions of poorly soluble
drugs: Preparation and development by wet milling. Int. J. Pharm. 2011, 411, 215–222. [CrossRef] [PubMed]
25. Prabhu, P.; Malli, R.; Koland, M.; Vijaynarayana, K.; D’Souza, U.; Harish, N.M.; Shastry, C.S.; Charyulu, R.N. Formulation and
evaluation of fast dissolving films of levocitirizine di hydrochloride. Int. J. Pharm. Investig. 2011, 1, 99–104. [CrossRef] [PubMed]
26. Swaminathan, S.; Sangwai, M.; Wawdhane, S.; Vavia, P. Soluble itraconazole in tablet form using disordered drug delivery
approach: Critical scale-up considerations and bio-equivalence studies. AAPS PharmSciTech 2013, 14, 360–374. [CrossRef]
27. Krull, S.M.; Ammirata, J.; Bawa, S.; Li, M.; Bilgili, E.; Davé, R.N. Critical material attributes of strip films loaded with poorly
water-soluble drug nanoparticles: II. Impact of polymer molecular weight. J. Pharm. Sci. 2017, 106, 619–628. [CrossRef]
28. Rowe, R.C.; Kotaras, A.D.; White, E.F.T. An evaluation of the plasticizing efficiency of the dialkyl phthalates in ethyl cellulose
films using the torsional braid pendulum. Int. J. Pharm. 1984, 22, 57–62. [CrossRef]
29. Krull, S.; Susarla, R.; Afolabi, A.; Li, M.; Ying, Y.; Iqbal, Z.; Bilgili, E.; Davé, R. Polymer strip films as a robust, surfactant-free
platform for delivery of BCS Class II drug nanoparticles. Int. J. Pharm. 2015, 489, 45–57. [CrossRef]
30. Inal, O.; Yapar, E.A. Effect of mechanical properties on the release of meloxicam from poloxamer gel bases. Indian J. Pharm. Sci.
2013, 75, 700–706. [CrossRef]
31. Bahri-Najafi, R.; Tavakoli, N.; Senemar, M.; Peikanpour, M. Preparation and pharmaceutical evaluation of glibenclamide slow
release mucoadhesive buccal film. Res. Pharm. Sci. 2014, 9, 213–223. [PubMed]
Molecules 2021, 26, 3941 12 of 12
32. Krull, S.M.; Patel, H.V.; Li, M.; Bilgili, E.; Davé, R.N. Critical material attributes (CMAs) of strip films loaded with poorly
water-soluble drug nanoparticles: I. Impact of plasticizer on film properties and dissolution. Eur. J. Pharm. Sci. 2016, 92, 146–155.
[CrossRef]
33. Surwase, S.S.; Itkonen, L.; Aaltonen, J.; Saville, D.; Rades, T.; Peltonen, L.; Strachan, C.J. Polymer incorporation method a ects the
physical stability of amorphous indomethacin in aqueous suspension. Eur. J. Pharm. Biopharm. 2015, 96, 32–43. [CrossRef] [PubMed]
34. Adrover, A.; Varani, G.; Paolicelli, P.; Petralito, S.; Di Muzio, L.; Casadei, M.A. Experimental and modeling study of drug release
from HPMC-based erodible oral thin films. Pharmaceutics 2018, 10, 222. [CrossRef]
35. Sun, G.; Liang, T.; Wenying, T.; Wang, L. Rheological behaviors and physical properties of plasticized hydrogel films developed
from κ-carrageenan incorporating hydroxypropyl methylcellulose. Food Hydrocoll. 2018, 85, 61–68. [CrossRef]
36. Cisneros-Zevallos, L.; Krochta, J.M. Dependence of coating thickness on viscosity of coating solution applied to fruits and
vegetables by dipping method. J. Food Sci. 2003, 68, 503–513. [CrossRef]
37. Ritala, M.; Holm, P.; Schaefer, T.; Kristensen, H.G. Influence of liquid bonding strength on power consumption during granulation
in a high shear mixer. Drug Dev. Ind. Pharm. 1988, 14, 1041–1060. [CrossRef]
38. Dinge, A.; Nagarsenker, M. Formulation and evaluation of fast dissolving films for delivery of triclosan to the oral cavity. AAPS
PharmSciTech 2008, 9, 349–356. [CrossRef]
39. Sun, W.; Ni, R.; Zhang, X.; Li, L.C.; Mao, S. Spray drying of a poorly water-soluble drug nanosuspension for tablet preparation:
Formulation and process optimization with bioavailability evaluation. Drug Dev. Ind. Pharm. 2015, 41, 927–933. [CrossRef]
